2. Synthetic scheme and general procedure and characterization of the 2,3,4,5-tetrahydro-1H-1,5-benzodiazepines (7a, 7b). Scheme S1. Synthetic scheme of the starting 1,5-benzodiazepines (7a and 7b)
1,3-Dimethyl-2,3,4,5-tetrahydro-1H-1,5-benzodiazepine (7a).
To a stirred mixture of LiAlH 4 (141 mg, 3.7 mmol) and AlCl 3 (99 mg, 0.74 mmol) in THF (4 mL) at 0 °C under argon was added a solution of 1,3-dimethyl-1,3,4,5-tetrahydro-2H-1,5-benzodiazepin-2-one (6a) (141 mg, 0.74 mmol) in THF (3.5 mL) dropwise. The mixture was gradually warmed to room temperature and then stirred at 90 °C for 4 h. The mixture was cooled again to rt, and the reaction was quenched with H 2 O by dropwise addition. After the mixture was filtered through Celite, the filtrate was extracted with ethyl acetate, dried, and concentrated. The concentrate was purified by column chromatography (silica gel, ethyl acetate/n-hexane = 1/2) to afford 7a as a brown oil (117 mg, 90%): 1 H NMR (CD 2 Cl 2 , 600 MHz) δ 0.91 (d, J = 6.7 Hz, 3H), 2.06-2.11 (m, 1H), 2.61 (dd, J = 8.8, 13.1 Hz, 1H), 2.66 (dd, J = 8.4, 12. Hz, 1H), 2.91 (s, 3H), 3.15 (ddd, J = 0.6, 4.3, 13.1 Hz, 1H), 3.27 (ddd, J = 0.8, 4.3, 12.4 Hz, 1H), 1H), 1H), 2H) ; 13 C NMR (CDCl 3 , 150 MHz) δ 16. 5, 34.3, 43.1, 52.5, 61.6, 116.9, 119.0, 120.8, 121.0, 141.9, 143 Compound 7b was prepared from the corresponding 1,5-benzodiazepin-2-one (6b) according to a similar procedure described for the preparation of 7a from 6a. 
General computational methodology.
Conformer generations and geometry optimizations were performed for 2 using the RDKit S2 with MMFF94 force feild to afford 14 conformers of 2. The compound 2 with (S)-stereochemistry at C3 was used for the calculation. The conformers obtained by RDKit were used as the initial structures and DFT calculations were performed with Gaussian 09. S3 In DFT calculations, geometry optimizations and vibrational analyses in the gas phase and toluene solution (SMD solvation model S4 ) were carried out at the RB3LYP/6-31+G(d,p) levels. No imaginary frequencies were confirmed by vibrational analyses. The optimized structures of 2 are illustrated in Figures S1 and S2. Gibbs free energies at the temperature 310 K in gas phase and solution were estimated for the 14 conformers (ID G1-14/T1-14) to compare the stability. The lowest-energy conformers (G1/T1) and the 2 nd lowest ones (G1/T1) showed good agreement with the X-ray structure of 2A and 2B, respectively. (Table S1 , Figures S1 and S2). Table S1 shows the energy differences of the selected 14 conformers of 2 in comparison with the lowestenergy conformer (G1 and T1) determined by DFT calculation, S3 i.e., ∆E and ∆G values were determined using MMFF94 and RB3LYP/6-31+G(d,p) levels in gas phase and toluene solution. Figure S1 . Fourteen geometry types of the conformers in gas phase (G1-G14). Determined using the B3LYP/6-311+G(d,p) level). In parentheses, free energy difference (∆ ∆ ∆ ∆G 310 , kJ/mol) of G2 -G14 in comparison with the energy of the lowest-energy conformer (G1) is shown. Figure S2 . Fourteen geometry types of the conformers in toluene (T1-T14).
Energy differences between the conformers determined by DFT calculation
Determined using the B3LYP/6-311+G(d,p) level. In parentheses, free energy difference (∆ ∆ ∆ ∆G 310 , kJ/mol) of T2 -T14 in comparison with the energy of the lowest-energy conformer (T1) is shown. 
T1＝2A T2＝2B
7. Atomic coordinates for the lowest-energy conformers and the 2 nd lowest one by DFT calculation (Tables S2-S5 ).
Atomic coordinates obtained by the calculation using the RB3LYP/6-311+G(d,p) level are shown for the lowest-energy conformers and the second-lowest ones in gas phase and toluene solution. C-spectra, and 2D spectra.
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